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Status of Application, Amendments and/or Claims 

The amendment filed 14 October 2005 has been entered in full. Claims 119 and 
120 are cancelled. Claims 121-131 are under examination. The Goddard Declaration 
filed on 14 October 2005 under 37 CFR 1 .132 has been entered. 

The text of those sections of Title 35, U.S. Code not included in this action can 
be found in a prior Office action. 

Information Disclosure Statement 

The information disclosure statement(s)(IDS) filed 14 October 2005 was received 
and complies with the provisions of 37 CFR §§1.97 and 1.98. It has been placed in the 
application file and the information referred to therein has been considered as to the 
merits. 

35 use § 101 and Claim Rejections - 35 USC § 112, First Paragraph, Enablement 

Claims 121-131 remain rejected under 35 U.S.C. 101 because the claimed 
invention is not supported by either a specific and substantial asserted utility or a well 
established utility. The basis for this rejection is set forth at pages 2-5 of the previous 
Office Action (14 July 2005). 

Applicant maintains that a prima facie case has not been made for lack of utility 
by the Examiner and that the specification provides sufficient disclosure to establish a 
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specific, substantial and credible utility for the PR01185 polypeptide SEQ ID NO:401 
and other native polypeptides with 90-99% identity to the PR01185 polypeptide. 
Applicant argues that the nucleic acid encoding PR01185 is overexpressed in human 
tumor tissues as compared to a non-cancerous human tissue control. Applicant submits 
a Declaration by Dr. Audrey Goddard for support. Dr. Goddard states that a gene 
identified as being amplified at least 2-fold by the quantitative TaqMan PGR assay in a 
tumor sample relative to a normal samples is useful as a marker for the diagnosis of 
cancer for monitoring cancer development and/or for measuring the efficacy of cancer 
therapy. Applicant argues against the references submitted by the Examiner (Pennica et 
al., Konopa et al. and Haynes, all of record). Applicant states that the references do not 
show that a lack of correlation between DNA amplification and elevated mRNA levels, in 
general, exists. Applicant discusses references and declarations previously submitted 
(Orntoft et al., Hyman et al., Pollack et al., Hanna, Mornin and Ashkenazi Declaration, 
all of record). Applicant maintains that if a gene is amplified in cancer, it is more likely 
than not that the encoded protein will also be expressed at an elevated level. Applicant 
maintains that even when the protein is not overexpressed, an assay relying on both 
tests leads to a more accurate classification of the cancer and a more effective 
treatment of it. Applicant states that, as evidenced by the Ashkenazi Declaration and the 
teachings of Hanna and Mornin, one skilled in the art would appreciate that 
simultaneous testing of gene amplification and gene product overexpression enables 
more accurate tumor classification, even if the gene-product, the protein, were not 
overexpressed. 



Application/Control Number: 09/997,666 Page 4 

Art Unit: 1647 

The Examiner has discussed the references and declarations submitted by 
Applicant in the previous Office Action. The arguments are not deemed persuasive for 
reasons of record. The Declaration by Dr. Goddard has been fully considered but is not 
deemed persuasive. The PR01185 gene has not been associated with tumor formation 
or the development of cancer, nor has it been shown to be predictive of such. The 
specification merely demonstrates that the PR01185 nucleic acid was amplified in 
some cancers. No mutation or translocation of PR01 185 has been associated with any 
type of cancer versus normal tissue. It is not known whether PR01185 is expressed in 
corresponding normal tissues, and what the relative levels of expression are. In the 
absence of any of the above information, all that the specification does is present 
evidence that the DNA encoding PR01185 is amplified in a variety of samples, 
including some normal tissues, and invites the artisan to determine the significance of 
this increase. One cannot determine from the data in the specification whether the 
observed "amplification" of nucleic acid is due to increase in chromosomal copy 
number, or alternatively due to an increase in transcription rates. It remains that, as 
evidenced by references submitted by the Examiner, the issue is simply not predictable, 
and the specification presents a mere invitation to experiment. Furthermore, the 
Declaration does not provide data such that the Examiner can independently draw 
conclusions. Only Dr. Goddard's conclusions are provided in the declaration. 

As was stated in the previous Office Action, there is great unpredictability 
regarding the nature of the instant invention and the state of the art. Increased copy 
number of DNA does not provide a readily apparent use for the polypeptide, for which 
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there is no information regarding level of expression, activity or role in cancer. The 
specification fails to teach that PR01185 protein levels increase. 

The scientific reasoning and evidence as a whole indicates that the rejection 
should be maintained. 

Claims 121-131 remain rejected under 35 U.S.C. 112, first paragraph. 
Specifically, since the claimed invention Is not supported by either a specific and 
substantial asserted utility or a well established utility for the reasons set forth above, 
one skilled in the art clearly would not know how to use the claimed invention. The 
basis for this rejection is set forth at pages 4-5 of the previous Office Action (14 July 
2005). 

Applicant incorporates their response to the rejection under 35 USC 101 In 
response to the rejection under 35 USC 112, first paragraph. Applicant's arguments 
have been fully considered but are not found to be persuasive for reasons of record and 
the reasons discussed above in the maintained 35 USC 101 rejection. 

35 USC § 112, First Paragraph, Written Description 

Claims 121-123 remain rejected under 35 U.S.C. 112, first paragraph, as 
containing subject matter which was not described In the specification in such a way as 
to reasonably convey to one skilled In the relevant art that the inventor(s), at the time 
the application was filed, had possession of the claimed invention. 
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The specification provides adequate written description for SEQ ID NO:401. The 
instant claims are drawn to native sequence polypeptides having at least 80%, 85%, 
90%, 95% or 99% sequence identity with SEQ ID NO:401. The term native sequence 
encompasses naturally-occurring truncated or secreted forms, naturally-occurring 
variant forms and naturally-occurring allelic variants of the PRO polypeptide. None of 
these sequences meet the written description provision of 35 USC 112, first paragraph. 
The basis for this rejection is set forth at pages 5-7 of the previous Office Action (14 July 
2005). 

Applicant discusses the legal test for written description and various case law. 
Applicant states that the Examiner directed Applicant's attention to Example 14 of the 
Synopsis of Application of Written Description Guidelines. Applicant argues that the 
guidelines state that the protein variants meet the requirement of 35 USC 112, first 
paragraph, as providing adequate written description for the claimed invention even if 
the specification contemplates but does not exemplify variants of the protein if the 
procedures for making such variants is routine In the art, the specification provides an 
assay for detecting the functional activity of the protein and the variant proteins possess 
the specified functional activity and at least 95% sequence Identity to the reference 
sequence. Applicant argues that the instant claims recite a specific functional limitation 
that the nucleic acid encoding the native sequence polypeptides are overexpressed in 
lung or colon tumors. Applicant argues that Example 170 In the instant specification, 
sets forth a gene amplification method and provides step-by-step guidelines and 
protocols for gene amplification assays for determining whether a gene which encodes 
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for the native polypeptide having at least 90% identity to PR01185 is overexpressed in 
lung or colon tumors. Applicant points to the specification's disclosure of methods for 
the determination of percent identity, and assays for identification of nucleic acids and 
for support of the functional limitation in the claims. Applicant urges that the skilled 
artisan can readily test native polypeptide sequences for identity and whether or not the 
encoding nucleic acids are amplified in tumors. 

Applicant's arguments have been fully considered but are not found to be 
persuasive. The Examiner cannot find where a suggestion was made to Applicant to 
examine Example 14 of the Synopsis of Application of Written Description Guidelines 
was cited, however, the instant claims are not applicable to this example. The instant 
specification contemplates but does not exemplify variants of the protein wherein the 
variant can have any number of substitutions, deletions, insertions and/or additions in 
SEQ ID NO:401, wherein said nucleic acid encoding said polypeptide is overexpressed 
in lung or colon tumor cells. The specification does not provide any guidance as to what 
changes should be made and which regions of the instant protein are functionally and 
structurally critical. There is no description of variants of SEQ ID NO:401 that exist, 
while still maintaining function. There is no identification of any particular portion of the 
structure that must be conserved in order to conserve the required function. 
Furthermore, the term native sequence encompasses naturally-occurring truncated or 
secreted forms, naturally-occurring variant forms and naturally-occurring allelic variants 
of the PRO polypeptide. None of these sequences meet the written description 
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provision of 35 USC 112, first paragraph. The specification only shows possession of a 
single species, not naturally-occurring forms or variants. 

The courts have specifically stated that the skilled artisan cannot envision the 
detailed chemical structure of an encompassed polypeptide until the structure is 
disclosed, and therefore conception is not achieved until reduction to practice has 
occurred, regardless of the complexity or simplicity of the method of isolation. 
Adequate written description requires more than a mere statement that it is part of the 
invention and reference to a potential method of isolating it. The compound itself is 
required. See Fiers v. Revel, 25 USPQ2d 1601 at 1606 (CAFC 1993) and Amgen Inc. 
V. Chugai Pharmaceutical Co. Ltd., 18 USPQ2d 1016. In the instant case, SEQ ID 
NO:401 has been disclosed, but no native sequence variants thereof have been 
disclosed regardless of whether or not they are encoded by nucleic acids that are 
amplified in tumors. One cannot describe what one has not conceived. See Fiddes v. 
Baird, 30 USPQ2d 1481 at 1483. In Fiddes, claims directed to mammalian FGF's were 
found to be unpatentable due to lack of written description for that broad class. The 
specification provided only the bovine sequence. To provide evidence of possession of 
a claimed genus, the specification must provide sufficient distinguishing identifying 
characteristics of the genus. The factors to be considered include disclosure of 
complete or partial structure, physical and/or chemical properties, functional 
characteristics, structure/function correlation, methods of making the claimed product, 
or any combination thereof. In this case, the only factors present in the claims are a 
partial structure in the form of a recitation of percent identity, a requirement that the 
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sequence be native, and a requirement that the encoding nucleic acids are amplified in 
lung and colon tumors. There is no identification of any particular portion of the 
structure that must be conserved in order to conserve the required function. 
Additionally, there is the issue of whether or not the single disclosed embodiment is 
actually amplified in lung or colon tumors (see maintained rejections under 35 U.S.C. §§ 
101 and 112, first paragraph, above). Clearly, such does not constitute disclosure of a 
representative number of examples of, nor adequate written description for, the claimed 
genus. The scientific reasoning and evidence as a whole indicates that the rejection 
should be maintained. 

Conclusion 

No claims are allowed. 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1 .1 36(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1.136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 
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Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Regina M. DeBerry whose telephone number is (571 ) 

272- 0882. The examiner can normally be reached on 9:00 a.m.-6:30 p.m. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Brenda G. Brumback can be reached on (571) 272-0961. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 

273- 8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 
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